Is Mania Incompatible with Down's Syndrome?
ROBERTSOVNER,ANNE DESNOYERSHURLEYand RICHARDLABRIE drawal and inability to take care of herself. Case 8, a 23 year old woman, presented with a six-week history of disorganisation, hyperactivity, partial mutism, behavioural regression, insomnia, decreased appetite, and possible audi tory hallucinations (Keegan et al, 1974) . All her symptoms responded to amitriptyline , and we felt that she was suffering from a probable major depression.
Case 9, a 25 year-old woman, developed a â€˜¿ negativistic attitude,' withdrew to bed, thought her food was poisoned, refused to eat, and lost 66 kg (Keegan eta!, 1974) . She also responded to amitriptyline, and was felt to be suffering from probable major depression. Lastly case 10, a 24 year-old woman, developed â€˜¿ insidious and pervasive regression,' became partiall@v mute and enuretic, lost 30% of her body weight, was amenorrhoeic for one year, and manifested psychomotor retardation (Fox et al, 1981) . She had been diagnosed as suffering from anorexia nervosa, but we believed that her eating disorder was secondary to an affective illness, and gave her a diagnosis of possible major depression.
We also found an additional 21 Down's syndrome cases which we judged to represent possible major depression. In an uncontrolled clinical trial, Davies (1959) treated 29 Down's syndrome persons ranging in age from 6 to 35 years with nialamid, a monoamine oxidase inhibitor. Twenty-one of his patients (four males and 17 females) improved significantly. The drug responders had been â€˜¿ .
. . apathetic, listless, morose, and quite lacking in initiative . . .â€˜¿ prior to treatment.
Data analysis
A recent prospective epidemiological study of affective illness has indicated that when only major depression (as opposed to all depressive disorders) is compared to bipolar disorder (types I and II), the prevalence ofthese two illnesses is approximately equal (Egeland & Hostetter, 1983) . It is unlikely that our finding of 28 cases of psychiatric illness consistent with major depression in Down's syndrome and no case of bipolar disorder can represent a random sample from a population in which there is an equal prevalence of these two disorders (chi-square = 56, df = 1, P <0.001). Further, the failure to find any cases of bipolar disorder in asample this size is unlikely (P = 0.05) even if the prevalence ratio of major depression to bipolar disorder is as large as 8 to 1. (Jakab, 1978) included the criteria by which this diagnosis was made.
Case descriptions
We found 28 cases of major depression and three cases of depressive neurosis; cases 1-6 had been given depressive diagnoses by the case report authors. In the other cases, either no psychiatric diagnosis was given (cases 11â€"31) or we felt that a depressive diagnosis was the most appropriate one, even though man-affective diagnosis had been given in the case report. Case 1 was a 35 year-old man to whom we gave a definite diagnosis of major depression (Roith, 1961) . He had responded to monoamine oxidase inhibitor and antipsychotic drug therapy.
Case 2 was an 18 year-old woman who had become depressed after emotional stress (Jakab, 1978) . She was given a diagnosis of possible major depression. Cases 3 and 4 (a 25 year-old man and a 19 year-old woman) both became depressed after being admitted to institutions (Cochrane et a!, 1977 The chromosomal abnormalities which underlie Down's syndrome produce a multiplicity of physical and biochemical abnormalities. Many of them involve alterations in catecholamine (Mann et al, 1980) and indoleamine neuronal activity (Breese et a!, 1978) which have also been implicated in the pathophy siology of affective illness (Baldessarini, 1981) . It seems likely to us that some of the biochemical abnormalities associated with Down's syndrome may preclude the expression of mania by interfering with the pathophysiological substrate of manic psychopath ology.
From the perspective of medical science, genetically determined disorders with metabolic abnormalities are â€˜¿ natural experiments.' For psychiatry, the study of psychiatric illness in mentally retarded patients with various types of biochemical disorders is a fertile area of research, which may provide valuable clues in the searchforthecausesofsomepsychiatric disorders.
